A 



Human 
Murine 



MSAGDAVCTGWLVKSPPERKLQRYAWRKRWFVLRRGRMSGNPDVLEYYRNKHSSKPIRVI 60 
MS TGDTVCMGWL I KS P PERKLQRYAWRKRWFVLRRGRMS GNPDVLE YYRNKHSNKP IRVI 60 



*★.**.** ***.**************************************** ****** 



Human DLSECAVWKHVGPSFVRKEFQNNFVFIVKTTSRTFYLVAKTEQEMQVWVHSISQVCNLGH 120 
Murine DLSECTVWKHAGPGFIRKEFQKNFVFIVKTTSRTFYLVAKTEEEMQVWVHSISQVCNFSH 120 



★ ★★★★j****^*^. **★**. ********************. **************. * 



Human LEDGADSMESLSYTPSSLQPSSASSLLTAHAASSSLPRDDPNTNAVATEETRSESELLFL 180 

Murine LEDGADSMESLSHMPSSFQPSPASSLHTVHVANSALLKDDGNTNS.WTEETRRESEFLFL 180 
************. ***.***_**** * _ * ^ * * . * . * * * * * . * ***** ***.*** 

Human PDYLVLSNCETGRLHHTSLPTRCDSWSNSDRSLEQASFDDVFVDCLQPLPSSHLVHPSCH 240 

Murine PDYLILSNCETGRLHHASLPTRCDSWSNSNHSLAQTSFDDVFLDGLQPFISNNLVHPLHH 240 
****.***********.************..** *.******.* ***. * . **** * 
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Human 
Murine 



Human 
Murine 



GSGAQEVPSSRPQAALIWSREINGPPRDHLSSSPLLESSLSSTIQVDKNQGSLPCGAKEL 300 

GKVSQDFPSIRPQASLIWNREINGPSRNLMSSSPLLESSLNPTVHVEEKQVSLPSGVKEL 300 
* .*. ** ****.*** ****** *. .********** *..*...* *** * *** 



DIMSNTPPPRPPKPSHLSERRQEE--WSTHSGSKKPECTLVPRRISLSGLDNMRTWKADV 358 

NIMSNI |PPPRPPKP| SYLSEQRQDQPLLTGHSSNKKPGYTMVPRRISLSGLDHVGSWKGDV 3 60 
.**** *******★★.***.**.. . ** *** *.***********.. .** ** 



p85? 



EGQSLPJIRDKRLSLNLPCRFSPMYPTASASIEDSYVPMSEQAGASGLGPHCSPDDYlPMN 418 
QSQSLRHRDKRLSLNLPCKFSPIYPTASPSAEDSYVPMSEKGTASELRPHCSQDDYIPMS 420 



p85? 



. # *********** *****.***. *****^* *********. ^ * * * * * * * ****** 



SGS ISS PLPELP ANLEPPPVNRDLKPQRKSRPPPLDLRNLS I IREHASLTRTRTVPCSRT 478 
S SMLPELP ADLEPPPVNRNLKPQRKSRPPPLDSRNLSTIQEHTSLTRTYTVPCNRT 47 6 



* * ******.********.************* **** *.**.***** **** ** 

p85? 

SFLSPERNGINSARFFANPySREDEES-,-— -— --YIEMEEHRTASSLSSGALTWTK 527 

SSLSRSALSWTK 536 



*****.***** **.*. * *.** 

SHP2 



★*.***. * **** **.*** 



SHP2 



KFSLDYLALDFNSAS PAPMQQKLLLSEEQRVDYVQVDEQKTQALQSTKQEWTDERQSKV 58 6 

KFSLDYLALDFNSTSPAPVQKKLLLSEEQRVDYVQVDEQKTQAFRSTKQAWTDERQSKV 5 95 
*************.****.*.**********************. . * * * * ********* 
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Gab3 MS TG - - D- TVCMGWL I KS P PERKLQRYAWRKRWFVLRRGR 37 

Gab2 MS GGGGDD WC TGWLRK S P P EKKLRRYAWKKRWF I L RS GR 40 

Gabl MS GG - - E - WC S GWLRK S P P EKKLKRYAWKRRWFVLR S GR 37 
* * * . * * *** *****.**.■*•***..***.•*■* * * 

Gab3 MSGNPDVLEYYRNKHSNKPIRVIDLSECTVWKHAGPGFIR 77 

Gab2 MSGDPDVLEYYKNEHSKKPLRIINLNLCEQVD-AGLTFNK 79 

Gabl LTGDPDVLEYYKNDHAKKPIRIIDLNLCQQVD-AGLTFNK 7 6 



Gab3 KEFQKNFVFIVKTTSRTFYLVAKTEEEMQVWVHSISQVCN 117 
Gab2 KELQDS FVFD I KT S ERTF YL VAETEADMNKWVQ S I CQ I CG 119 
Gabl KEFENSYIFDINTIDRIFYLVADSEEDMNKWVRCICDICG 116 



Figure 1B and C 



